Superposition of the MLE dsRBD 1 -R2H1 complex (MLE dsRBD 1 and R2H1 colored in cyan and bright orange, respectively) with the hsRHA-dsRBD 1 -GC10 duplex complex (hsRHA dsRBD 1 and GC10 colored in yellow and gray, respectively) and NF90-dsRBD 1 -18mer dsRNA complex (NF90 dsRBD 1 and 18mer dsRNA colored in slate and gray, respectively). Right panel: Superposition of the MLE-dsRBD 2 -R2H1 complex (MLE dsRBD 2 and R2H1 colored in magenta and bright orange, respectively) with the hsRHA-dsRBD 2 -GC10 duplex complex (hsRHA dsRBD 2 and GC10 duplex colored in green and gray, respectively) and NF90-dsRBD 2 -18mer dsRNA complex (NF90 dsRBD 2 and 18mer dsRNA colored in limegreen and gray, respectively). The PDB ID of NF90-dsRBDs-18mer dsRNA complex is 5DV7. The critical residues in regions 1, 2 and 3 required for dsRNA recognition are shown in stick mode. (D) Superposition of dsRBD 1 (cyan) and dsRBD 2 (magenta) of MLE with Rnt1p dsRBD (orange) (PDB ID: 2LBS). (E) Superposition of dsRBD 1 (cyan) and dsRBD 2 (magenta) of MLE with dsRBD 1 (purple blue) and dsRBD 2 (light pink) of TRBP (PDB ID: 5N8M). Supplementary Figure S4. (A) Representation of the average enrichment (IP/Input) of roX2 and Pka RNAs GFP-tagged MLE FL -wildtype and the indicated mutants in RIP assays, showing minimal pka recovery in all samples, as shown in Figure 5B . RNA abundance was quantified in qRT-PCR using the primers provided in Table S2 . (B) Representative western blot of roX2 RIP Input fractions. A GFP antibody was used to
detect GFP-tagged MLE FL -wildtype and the indicated mutants. Western blot using an αLamin-specific antibody was performed as loading control. 
